Lack of evidence for genetic heterogeneity in Best vitelliform macular dystrophy
We have previously presented data suggesting that the VMD2 disease locus in the pericentromeric region of chromosome 11 may be excluded in a small German kindred (family E) segregating Best's disease. We ran a multipoint linkage analysis, using markers D1 1S905, D1lS1355, D1lS903, D1 S986, and D 1S11357 that excluded in excess of 10 cM on either side of these markers.' Given the estimate that the critical region was between Dl 1S903 and PYGM, and approximated 3.7 cM in distance,2 we suggested that the data provided evidence for genetic heterogeneity in this disorder. However, it has been suggested that, as the markers used all map to the centromeric side of the VMD2 disease locus, and that estimates of the extent of the VMD2 critical region differ,3 some doubt would still exist as to whether or not there is substantive evidence for genetic heterogeneity. 4 We used markers known to be on both sides of the disease locus to run a multipoint analysis in the family. Accurate distances between these markers were determined by the construction of a detailed map of the region (fig 1) . Multipoint linkage analysis using markers 1 lp-Dl 1S903-Dl1 S1357-Dl1S4191-Dl lS1883-PYGMDl1S1889-1 lq excluded a region between D 1I S903 and PYGM. However, haplotype analysis showed that exclusions on the 11 q distal side of the disease locus were based on two unaffected subjects who shared the same haplotype as all the affected members of the family. Clinical reassessment resulted in the rediagnosis of one of these as affected. It was not possible to see the other patient for re-examination; her status was therefore deemed uncertain as non-penetrance has previously been noted in VMD2.' Reanalysis of marker data under these circumstances gives a maximum lod score (Zmax) of 2.709 at 0=0.00 with the marker PYGM. Multipoint analysis using the same markers as listed above also gives maximum lod scores just under 3 at zero recombination with D1S1883 and PYGM (fig 2) Figure 2 Multipoint across the VMD2 critical region run through family E. M performed using LINKMAP as part of the FASTLINK package.8 9
